Synthesis and Effect on Gastric Secretion of Several
In order to investigate analogs of Ia, PhCO-Glu(NPr2)-Phe-NH2 (III) and PhCOAsp(Phe-NH2)-NPr2 (IV) were prepared. The synthetic scheme for III is shown in Fig. 2 . ZGlu-OMe6) was condensed with HNPr2 by the mixed acid anhydride method then saponified to afford Z-Glu(NPr2)-OH, which was coupled with H-Phe-NH25 ) by the mixed acid anhydride method to produce Z-Glu(NPr2)-Phe-NH2. This compound was deprotected and acylated to give III in the same way as described for Ia.
The synthetic method for PhCO-Asp(Phe-NH2)-NPr2 (IV) is illustrated in Fig. 3 . ZAsp(OBzl)-0H7) was coupled with HNPr2 by the mixed acid anhydride method then saponified to give Z-Asp-NPr2. Z-Asp-NPr2 was linked with H-Phe-NH2, then the resulting Z-Asp(Phe-NH2)-NPr2 was deprotected and acylated to give IV according to the procedure described for Ia.
The reference compound, proglumide (PhCO-DL-Glu-NPr2) was extracted from a commercial preparation of proglumide (PROMID(R)). Another reference compound, Lproglumide (L form in proglumide) was prepared from Z-Glu-NPr2. Thus, Z-Glu-NPr2 was deprotected by hydrogenolysis, then acylated with benzoyl chloride to give L-proglumide in the same way as described for Ia.
The synthesized peptides were shown to be homogeneous by thin-layer chromatography (TLC) on silica gel and gave the expected elemental analyses. Amino acid analyses of acid hydrolysates of these peptides gave results in good agreement with the theoretically expected values.
The effects of the synthesized peptides (Ia, Ib, IIa, III, IV), proglumide and L-proglumide on gastric secretion in rats were examined in the same manner as described by Watanabe et al. for the evaluation of proglumide.8) The test compounds suspended in 1% gum arabic solution were injected intraperitoneally into rats. The control rats were injected with 1% gum arabic solution. The volume of gastric juice secreted during 4 h after injection of the test compound, free acidity and total acidity of the gastric juice were measured and expressed as the ratio (%) with respect to the control value (Table I) .
Compound Ia having a Phe-NH2 residue inhibited gastric secretion more strongly than proglumide or L-proglumide. On the other hand, compound Ib having a Asp-Phe-NH2 residue stimulated gastric secretion but appeared to induce autoinhibition at a high dose, as pentagastrin and MBOC-Met-Asn-Phe-OH do.9) These results may be explained in terms of two types of gastrin receptor, a low-affinity gastrin receptor which leads to inhibition of 
